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AB Title compds. I and II [R2 = (un) substituted Ph, pyridinyl; V = (CXY)m; m 
= 0-3; X, Y, Z = independently H, alkyl; CXY = ring selected from 
(un) substituted cyclopropane, cyclohexane, piperidine, etc.; Z and X 
together with the atoms to which they are attached may form a ring 
selected from pyrrolidine, piperidine, piperazine, etc.; Rl = Ph, 
adamantyl, pyridyl, etc.; A, B, E = independently N and (un) substituted 
CH; R3 = (un) substituted alkyl, amino, etc.; n = 1-3; when n = 2-3, R3 may 
be the same or different; R4 = halo, NH2, alkyl, etc.; R5 = H, halo, NH2, 
etc.; and therapeutically acceptable salts, solvates, prodrugs, or salts 
of prodrugs thereof; with limitations and the exception of certain 
compds.] were prepared as P2X7 purinoreceptor antagonists. For example, 
addition of 2 , 3-dichlorophenyl isothiocyanate with 2-methylbenzylamine in THF 
for 1 h at room temperature followed by cyclization with sodium azide in the 
presence of mercuric acetate at room temperature for 16 h gave tetrazole III. 

I 

demonstrated antagonist activity at the P2X7 receptor in vitro with IC50 < 
10 (xM. Thus, I are useful for treating chronic inflammatory and 
neuropathic pain, neurodegeneration, spinal cord injury, and depression. 
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AB Title compds. I and II [R2 = (un) substituted Ph, pyridinyl; V = (CXY)m; m 
= 0-3; X, Y, Z = independently H, alkyl; CXY = ring selected from 
(un) substituted cyclopropane, cyclohexane, piperidine, etc.; Z and X 
together with the atoms to which they are attached form a ring selected 
from pyrrolidine, piperidine, piperazine, etc.; Rl = Ph, adamantyl, 
2 , 3-dihydrospiroindene-l, 4 ' -piperidinyl, etc.;A, B, E = independently N, 
CH and derivs.; R3 = (un) substituted alkyl; v = 0,2,3; when v = 2-3, R3 
may be the same or different; R4 = CI, F, Nr, I, NH2, etc.; R5 = H, CN, 
CI, Br, NH2, etc.; and therapeutically acceptable salts, solvates, 
prodrugs, or salts of prodrugs thereof; with the exception of certain 
compds.] were prepared as P2X7 purinoreceptor antagonists. Thus, addition of 
mercuric acetate and sodium azide to a prestirred mixture of 
2-methylbenzylamine and 2 , 3-dichlorophenyl isothiocyanate in THF gave 
tetrazole III. I demonstrated antagonist activity at the P2X7 receptor in 
vitro with IC50 < 10 (xM. Thus, I are useful for treating chronic 
inflammatory and neuropathic pain, neurodegeneration, spinal cord injury, 
and depression. 
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AB Compds . I [wherein ring A is a five- to f ourteen-membered heteroaryl; Rl, 
R2 and R3 are H, halo, trihalomethyl, cyano, nitro, etc.; LI is a single 
bond, (un) substituted alkylene, 0, CH20, etc.; ring B is five- to 
ten-membered aryl or heterocyclyl ; ring C is five- to ten-membered 
(hetero) aryl; L2 is alkylene, alkylidene, alkylidyne, etc.; with some 
limitations and exclusions, and pharmaceutically acceptable salts, 
hydrates or prodrugs thereof], as exemplified by carbonyl compds. of 
anilines, were prepared as c-Kit kinase modulators. For example, 
3-aminophenoxyacetic acid, which was obtained from the corresponding nitro 
compound in 76% yield via catalytic hydrogenation, was treated with HC(0Et)3 
and NaN3 in AcOH followed by NaN02/HCl to give a tetrazole in 61% yield. 
This acid was coupled with 5-amino-2-chlorobenzotrif luoride in the 
presence of HATU to afford acetamide II in 46% yield, which showed 
inhibition against c-Kit kinase with a IC50 of < 50 nM. Therefore, I and 
pharmaceutical compns. thereof are useful for modulating c-Kit kinase 
activity and for treating diseases or disorders associated with uncontrolled, 
abnormal, and/or unwanted cellular activities. 
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AB ADB [D = methyleneurea moiety or derivative thereof; A = (substituted) 
L ( ML ' ) a ; L = 5-7 membered cyclic structure, e.g. aryl, heteroaryl, 
arylene, heteroarylene ; L' = (substituted) cyclic moiety having >5 
members, e.g. aryl, heteroaryl, aralkyl, cycloalkyl, heterocyclyl ; M = 
bond, bridging group having >1 atom; a = 1-4; B = (substituted) up 
to tricyclic aryl, heteroaryl] , were prepared for treatment of 
hyperprolif erative and nonproliferative disorders (no data) . Thus, 
4- ( 4-pyridinyloxy ) benzylamine (preparation given) and 4-chloro-3- 
trif luoromethylphenyl isocyanate were stirred together for 2 h in CH2C12 
to give 1- ( 4-chloro-3-trif luoromethylphenyl) -3- [ 4- ( 4- 
pyridinyloxy ) benzyl] urea. 
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The elevated expression of cell adhesion mols. (CAMs) on the lumenal 
surface of vascular endothelial cells is a critical early event in the 
complex inflammatory process. The adhesive interactions of these CAMs 
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that include E-selectin, ICAM-1, and VCAM-1 with their counter-receptors 
on leukocytes, such as integrins of the aLp2 family, result in 
migration of the leukocytes to the site of inflammation and cause tissue 
injury. Pharmaceutical agents that could suppress the induced expression 
of one or more of these cell adhesion mols. would provide a novel 
mechanism to attenuate the inflammatory responses associated with chronic 
inflammatory diseases. A-205804, a potent and selective inhibitor of the 
induced expression of E-selectin and ICAM-1 over VCAM-1, was further 
modified with emphasis at the C-4 and C-2 positions to identify a more 
potent drug candidate with a good pharmacokinetic profile and phys . 
properties. Replacement of the C-4 sulfur linkage in A-205804 with an 
oxygen atom eliminated one of the two major metabolites for this lead mol. 
The para-position of the 4-phenoxy group of the thieno [ 2 , 3-c] pyridine lead 
is found to be very critical for a higher in vitro potency and selectivity of 
E-selectin and ICAM-1 over VCAM-1 expression. This position is presumably 
close to the solvent-accessible region of the target protein-inhibitor 
complex. An attempt to install a water-solubilizing group at the 
para-position of the phenoxy group to increase the aqueous solubility of this 

lead 

series through various linkages failed to provide an ideal inhibitor. 
Only small substituents such as fluorine are tolerated at the meta- and 
ortho-positions of the 4-phenoxy to retain a good in vitro potency. 
Bromo, trif luoromethyl, pyrazol-l-yl, and imidazol-l-yl are among the 
better substituents at the para-position. With fine-tuning at the C-2 
position we discovered a series of very potent (IC50 < 5 nM for ICAM-1) 
and selective (>200-fold vs. VCAM-1) inhibitors with a good 
pharmacokinetic profile. Demonstrated efficacy in a rat rheumatoid 
arthritis model and in a mice asthma model with selected compds . is also 
reported . 
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A series of N-alkyl-N-biphenylylmethyl-N 1 -arylurea and related derivs. (I) 
were prepared and evaluated for their ability to inhibit 
acyl-CoA: cholesterol O-acyltransf erase in vitro and to lower plasma 
cholesterol levels in cholesterol-fed rats in vivo. Linking of two Ph 
groups via oxygen and introduction of fluorine at appropriate positions on 
the biphenyl moiety improved in vitro and in vivo activity. From this 
series of analogs, compound 40 (FR179254), which had potent in vitro potency 
(rabbit intestinal microsomes IC50 = 25 nM) , showed excellent plasma 
cholesterol-lowering activity when administered via the diet (ED50 = 0.045 
mg/kg) . However, the hypocholesterolemic effect of this compound was 
moderate when dosed by oral gavage in PEG400 as a vehicle (ED50 =5.3 
mg/kg). Modification of the N'-aryl moiety led to the identification of 
compound 50 (FR182980) which was efficacious in both dosing models (ED50 = 
0.034 mg/kg and 0.11 mg/kg, resp.). steroids. 
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CO, CONH, etc.; n = 0 or 1] were prepare Thus, 1-cycloheptyl-l- ( 4- 
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against cholesterol acyltransf erase in vitro. 
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